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REMARKS 

Claims 7-9 and 12-15 are now currently pending in the present application. Claims 1-4, 
6, 10 and 1 1 have been cancelled herein. New claims 12-15 have been added, for which support 
may be found in the specification, at least, at pages 19-20. No new matter has been added by 
way of the present claim amendments. 

Rejection under 35 US.G §112, first paragraph 

Claims 1-6 stand rejected, as failing to comply with the written description requirement 
because of the addition of new matter. Claim 10 stands rejected, as failing to comply with the 
written description requirement because of the addition of new matter. 

Claims 1-4, 6 and 10 have been cancelled herein. Therefore, the outstanding rejections 
are rendered moot. Withdrawal thereof is respectfully requested. 

Rejection under 35 U.S.C. §112, second paragraph 

Claims 1-4, 6, 10 and 1 1 stand rejected under 35 U.S.C. 1 12, second paragraph. 

Claims 1-4, 6, 10 and 11 have been cancelled herein. Therefore, the outstanding 
rejections are rendered moot. Withdrawal thereof is respectfully requested. 

However, Applicant believes that the Examiner has misunderstood the scope of the 
present invention. Therefore, in an effort to avoid having the indefiniteness rejection applied to 
the remaining claims, Applicant has the following comments. 

In the previous Office Action, at paragraph 20, the Examiner stated that if the claim 
recites that the composition "consists essentially of EPA", and it contains an antioxidant, the 
antioxidant can act as an active agent and an excipient. The Examiner appears to be taking the 
position that this language is somehow inconsistent. 
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However, Applicant respectfully submits that the Examiner is mischaracterizing the 
claims. The claims do not recite the presence of an antioxidant. Moreover, the specification at 
page 14, lines 3-10, explains that an antioxidant is merely "desirable", not required. 

The composition of the present invention as described in the Examples of the 
specification in which the effect for varicose veins of lower extremities can be observed 
comprise of only EPA-E as the effective component. The other inactive ingredients, such as 
tocopherol, can be properly characterized as part of the claimed "pharmaceutically acceptable 
carrier." However, in an effort to advance prosecution of this application, new claims 14 and 15 
have been added in which tocopherol is positively claimed as an ingredient. Additionally, 
Applicant submits Mochida Pharmaceuticals EPADEL Product Information which 
demonstrate that ^/-a-tocopherol (antioxidant) is an inactive ingredient. Therefore, the 
tocopherol does not "materially affect the basic and novel characteristics of the invention." PPG 
Industries v. Guardian Industries, 156 F3d 1351, 1354, 48 USPQ2d 1351, 1353-54 (Fed. Cir. 
1998). 

Therefore, Applicant respectfully submits that there is no indefmiteness in the scope of 
the presently claimed invention. 

Rejections under 35 U.S.C. §102, Anticipation 

Claim 10 stands rejected under 35 U.S.C. §102(b) as being anticipated by EP 0 404 300 to 
Yazawa et al. (hereinafter "Yazawa"). 

Claims 1-4 and 6-11 stand rejected under 35 U.S.C. §102(b) as being anticipated by USP 
5,604,216 to Horrobin (hereinafter "Horrobin"). 

Claims 7-11 stand rejected under 35 U.S.C. §102(b) as being anticipated by WO 01/84961 
to Kiliaan et al. (hereinafter "Kiliaan"). 
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Claims 7-1 1 stand rejected under 35 U.S.C. §102(b) as being anticipated by USP 5,776,978 
to Bruzzese et al. (hereinafter "Bruzzese"). 

Claims 1-4, 6, 10 and 11 have been cancelled herein. Therefore, the outstanding 
rejections with regard to these claims are rendered moot. With regard to the rejection of claims 
7-9, Applicant respectfully traverses. 

Horrobin 

The Examiner alleges that Horrobin discloses the use of EPA (eicosapentaenoic acid), 
particularly the ester form, in a suitable diluent or carrier. The Examiner further alleges that 
Horrobin teaches that fatty acids including EPA have therapeutic value in a number of disorders 
specifically addressing the cardiovascular system and peripheral arterial disease, which 
encompasses varicose veins. Applicant respectfully disagrees. 

Horrobin provides a general disclosure of the treatment of many conditions, of which the 
treatment of varicose veins is not disclosed. Horrobin does not provide any example of a 
composition for the treatment of varicose veins consisting essentially of EPA-E (eicosapentaenoic 
acid ethyl ester) and a pharmaceutically acceptable carrier. 

Accordingly, Applicant requests reconsideration and withdrawal of the outstanding 
rejection. 

Miami 

The Examiner alleges that Kiliaan discloses the use of EPA for vascular disorders and 
further for varicose veins. However, Applicant respectfully disagrees. 

Kiliaan describes that the mixture of 

a) polyunsaturated fatty acids, 

b) phospholipids and 
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c) compounds which are a factor in methionine metabolism can prevent and treat 
vascular disorders, and further describes EPA as an example of polyunsaturated fatty acids, as 
well as varicose veins as an example of vascular disorders. 

However, Kiliaan and the present invention are different in that Kiliaan describes the 
mixture of three fractions while the present invention is directed to a method of treating varicose 
veins consisting essentially of EPA-E as the effective component. Thus, Kiliaan cannot 
anticipate the claimed invention because Kiliaan includes many additional components which 
materially affect the composition. 

Moreover, Kiliaan provides no particular data demonstrating that the above mixture can 
prevent and treat vascular disorders. Nor does Kiliaan include data to show the effectiveness in 
preventing and treating varicose veins. On the other hand, the present invention is distinctive in 
having particularly demonstrated that the therapeutic agent consisting essentially of EPA-E as 
the effective component has effects in treating varicose veins of human lower extremities (See 
the Examples of the present application). 

Accordingly, Applicant requests reconsideration and withdrawal of the outstanding 
rejection. 

Bruzzesse 

The Examiner alleges that Bruzzesse discloses the use of EPA for cardiovascular 
conditions and atherosclerosis, while the Mayo Clinic sheets show that the cardiovascular 
conditions encompass varicose veins. Applicant respectfully disagrees. 

Bruzzesse describes that the combination of polyunsaturated fatty acids and 10-40% by 
weight of antioxidant vitamins is useful for preventing and treating cardiovascular diseases and 
the like, and further describes EPA and their esters as examples of the polyunsaturated fatty 
acids. However, Bruzzesse and the present invention are different in that Bruzzesse describes 
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the synergistic effect of the above combination, while the present invention directed to a method 
of treating varicose veins consisting essentially of EPA-E as the effective component. Thus, 
Bruzzesse cannot anticipate the claimed invention because Bruzzesse includes many additional 
components which materially affect the composition. 

In addition, Bruzzesse discloses that the above combination synergistically suppresses the 
oxidation of LDL, however, it does not show any particular data regarding that the suppression is 
effective for treating varicose veins. On the other hand, the present invention is distinctive in 
having particularly presented that a composition consisting essentially of EPA-E as the effective 
component has effects in treating varicose veins of human lower extremities (Examples of the 
present application). Accordingly, Applicant requests reconsideration and withdrawal of the 
outstanding rejection. 

In view of the foregoing, Applicant believes the pending application is in condition for 
allowance. A Notice of Allowance is earnestly solicited. 

Conclusion 

Should there be any outstanding matters that need to be resolved in the present 
application, the Examiner is respectfully requested to contact Monique T. Cole, Reg. No. 60,154 
at the telephone number of the undersigned below, to conduct an interview in an effort to 
expedite prosecution in connection with the present application. 
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If necessary, the Commissioner is hereby authorized in this, concurrent, and future 
replies to charge payment or credit any overpayment to Deposit Account No. 02-2448 for any 
additional fees required under 37.C.F.R. §§1.16 or 1.14; particularly, extension of time fees. 



Dated: February 19, 2008 Respectfully submitted, 

B v ~ma&£^ 

# Gerald M. Murphy, Jr. W>~ 
Registration No.: 28,977 

BIRCH, STEWART, KOLASCH & BIRCH, LLP 
8110 Gatehouse Road 
Suite 100 East 
P.O. Box 747 

Falls Church, Virginia 22040-0747 
(703) 205-8000 
Attorney for Applicant 
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Rcvi»ed; April 1998 {]« vtnioa of now Tons) 



StandaM Commodity Classification Ma. of Japan 



- Ail EPA Preparation - 

EPADEL® CAPSULES 300 

<S6ftCaWleSofE^ylIei>tii||KnUtc> 
I " Deftgi.ialdhig I 



Store nmom terapemtura. PfKiutlatlK 
Store in hi^-lernperiiuro-praofi moittuK- 
praof and light raiatattt omttiunen. 



Til's drag Should be used be/arc ifae 
expiration 

sum. 



Approval No. 


(02AM)No.0S« 




May 1990 


Due of initial nawketine in Japan 


June 1990 


Data of tites t rccxatanadon 


MireklMS 


Date of latest approval of indications 


Oenftor]9S4 . 



CONTRAINDICATIONS (EPADEL Capsules 300 is 

cohtraindicated in t»* fallowing patient**) 
Hemorrhaging patients (e.g; nemopnilia, capillary 
fiagility, gastrointeitiDnl vker, Urinary tract haiaowhage, 
hemoptysis, vitreous hemorrhage, ate,) [Hemostasis may 
b« more difficult.! 



DESCRIPTION 



Breed name 


EPADEL Capsules 300 


rngfcdiajt/ 


Content per capsule 300 mg of ethyl 
icosapentqtc (EPA-E) 


Inactive 
ingredients 


cff-OMocophcroI 


Capsule etiylpamhydrtixyhonioMe 
compos!- propyl parahydfoxybensratc 
tioa 


Dosage form 


Light yellow, dear, soft capsules 


Appearance 


O 0 


Size (mm) 


apprrox.18 apprrox.7 


IdcatdflcatSoa 
code 


MO 207 (Labeled on PTP sheets) 



INDICATIONS 

DOSAGE AND ADMINISTRATION 



indications 


Dosage and AdtaiaiKTMiOtt 


Improvement of the 
associated tifcer, 
pain and coldness in 
oficriaicIciDsis 


Usually for adults, administer orally fiOO mg 
of otuyl icosaaeataie (2 tmpralei) 3 time* 
dou> p imoiodlitelyofwr meals. Thadios* 
nay be increased or dcEreaseMepeedlnjt 
on tho age sad eoaditiea of the BUtianl. 



Usually for adults, administer orally 60a mg 
of ethyl ieesapenute (2 capsule j) 3 inns 
daily, irametiiately after meals', la the caso 
that triglyceride level k nbniwtad. the dose 
may be Increased, up la MO ms O capsulei) 



PRECAUTIONS 

1. Careful Admim'sOtttioii (EPADEL Capsulw 300 stould 
be administered with care in the following patient*.) 
, (1) Patients in menstruation 

(2) Patients with hemorrhagic reodeocy 

(3) Patients scheduled for surgery 
[fl )r-Q) Hemorrhage may be exacerbated,] 

edicatioD with anticoagulants or 
b of plotiileis (See '^rug Interactions'"). 



(1) To use EPADEL Copsulai 300 fbr ioaprovcnicnt of tbe 
associated nicer, pain and coldness in arteriosclerosis 
obliterans, observe the course closely, and if the drug is 
not responded to, discontinue the use of the drag and 
switch to mother therapy. If it alf o advisable to 
perform periodical hematologic testing during the 
ttdtoiriiatrBfion .of EPADEL Capsules 300. 
, (2) To use EPADEL Capmks 300 for HyptfHpidsmie, the 
following should be taken into consideration: 

1) Use of EPADEL Capsules 300 should he 
considered only after hypcrlipidemio has been 
established by a thorough examination. 

2) Prior to EPADEL Capsules 300 therapy, diet 
thempy, fundamental treatment far hypejlipi dentin, 
should be given, and an exercise therapy and a 
redaction of ischemic heart discus* rifles, such as 
hypertension and smoking should bs considencc. 
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3) During the treatment, the blood lipid level should 
be measured periodically. If no response to the 
treatment is obtained, the EPADEL Capsules 300 
therapy should be discontinued. 

Drug Interactions 

Precautions fcr coadministration (EPADEL Cnpsuks 
300 should be odmlnlKterstl with ewe when c&admin- 



Drugs 


Slcm, Symptoms, 
and Trtutment 


Mtdwslsiri and 


Anticongiilnqq (a.g. 


Hemorrhagic 


Since othyl 




tendtnay may be 


leosaneataK basis 


AntiaggjtgBtora of 




entl-plateletefliflt, 


platelets (e.£, 
aspirin, 




(oadmiBiilntion witfj 


IndopKitaeln, 

tidepidhu 

hydrochloride. 




4tltl«JSf*gV0B of 

platdets m»yiaer«w 


cnosta»Lqto.> 







Adverse reaction* to EPADEL Capsules 300 vittt reported 
in 43? df 12.007 patients treated (3.7%). The following 
adverse ructions are'reported on the basis of spontaneous 
reports, and tno number of pacta 

(AaofS^temherl9?7) 



Adverse Reaction 

If any of following signs is observed, sppiopriat* m 



imistbetak 


en depending on condition of the 






' '**>'" 

" sso-iw" 


■■".0,1*/. * 


Incidence 
'"upicnown 




























NmutU, JMtrio 

dbwcunftn, 

diarrhea 


Vomiting. 
conHlpmlon, etc. 






<AST)md/or 
GPT(ALI> 


InetOMdALP, 




Olhtri 


InqmuodCX, 
(OK) 


huduhcdull, 

Hiddmesic 

mramio, hot 
fluh. feting 

hncl jwurdmif, 
cdautinunbaau, 

45^ . 





2) Observe (he patient closely, and if any such 
manifestation occurs, discontinue the use Of EPADEL 
Capsules 300 and appropriate DHSsures must be 
taken, 

5. Use during Pregnancy* Delivery or lactation 

(1) As the ssftcy of EPADEL Capsules 300 in pregnancy 
has not been established, administer EPADEL Capsules 
30(S to pregnant women or women suspected to be 
pregnant only if the expected therapeutic benefits 
outweigh the possible risks associated with treatment. 

(2) It is advisable not to administer the drug 10 nursing 
Women, but when administration is judged necessary 
women should be adviied to atop nursinfl, [Animal 
studies (rats) have shown that EPADEL Capsules 300 
is excreted in breast tniUcj 

6. Pediatric Use 

The saftey of EPADEL Capsules 300 in children has riot 
I. (No eft 



7- Precaution* eoneeirtthig Use 

(1) Ceution»ftr»i«e _ t 

1) As EPADEL Cnptfuleit 300, i 
' empty stomach, is poorly absorbed, administer the 

capsules immediately after meals. 

2) Do not chew,the capsules, , 

(2) At the time of delivery of drags 

For drugs that an dispensed h a press-through 
package (PTP), instruct the patient to remove the drug 
ftom the package prior to use, (It bits been reported 
that, it (be FTP sheet is swailowed, the sharp corners 
of the Hheet may puncture the esophageal mucosa, 
resulting in seven complications such as mediastmtis.] 

9. Other 'Precautions 

It has been reported that in case of the patient with a poorly 
canceled high blood presure, when coadministered with 
other' antiplatelet agents, the cerebral hemorrhage occurcd. 

PHARMACOKINETICS 

1. Plstsmn levels 

Onl administration of a single dose of 1,600 mgor.2,700 
'die of EPADEL Capeuks 3 00 to healthy adult men 
immediately after a meal was followed by the occurrence of 
a peak plasma level of the drug 6 hours later, and the 
plasma level returned to approximately the level before the 
• ■ administration 24 hours later. Daily Oral administration of 
£00 mg or 900 ng of EPADEL Capsules 300 3 times & day 
for 4 WCclcsj immediately after meelti, resulted in the plasma 
level of EPADEL Capsules 300 reaching & plateau in about 
enc week from the first administration. 



m of M C'EPA-£ to male rats was followed 
by urinary excretion of 2.7% and the fecal excretion of 
1 9,7% of the ndiuinirtterod dose daring IfiS hours after the 
Also, 44.4V. of the admin istered 
in excreted q toe expired air, '> 



Mochlda PbMmnceuiScAl Co., Ltd. 



3 



CLINICAL STUDIES 

1. ArtcriojckroKls obliterun* 

In clinical studicir 3 ' 4 of EPAHEL Capsules 300 including 
double-blind comparative siuajtSj the effetttvenesB of the 
drug in treating patients with wleriojelerosis cbHwraas, 
associated with ulcer, resting pain and coldness due to 
peripteral circulatory disorder, wu web that iha 
effectiveness, made up of "moderately affective" and better 
ratings, was ($V93 patients), and the effectiveness, 
made up of "fairly effective" and better ratings, was 88.2% 
(82/93 patients). 



In clinical studies 4,10 of EPADEL Capsules 300 including 
double-Wind comparative studies, the overall improvement 
rote of the drug In treating patients with fcyperlipidemia, 
was such that the effectiveness, made up of higher 
iropraveEaeAT, was 43.8V* £163/372 patients), and the 
effectiveness; m&dc up of moderate improvement or higher 
improvement, was $8.0% (253/372 patients). 
In long term administration stndles (24-52 weeks) 11 total 



220mg/dL, 137 patients) decreased )-$%, and serum 
triglyceride (before administration, higher than 
ISOmg/dL, 97 patients) dcereascd l4-20%thtis, indicating 
the drug's effieicy in icdudag these levels. 

PHARMACOLOGY 



level and/or serum triglyceride level of 
hypttlipidccaie paticotj. *■'*> 

(2) The effect of decreasing blood lipid levels is shown in 
hyperiipidemic animals (rats, rabbits) fed on nigh- 
cholestoiolfood, hypeeUpidtmic rats fed on food 
including casein or fed on trailon and in animals (rats, 
hamsters) fed on normal food. 

(3) When EPA-E is administered orally to rats, EPA 
content in lipoprotein increases and the elimination of 
lipoprotein in blood in enhanced. ' 

(4) EPA-E inhibits the mtestinal cbolutvol absorption 
and the hepatic cfaoteittol biosythests. and also 
enhances hepatic biliary seqrction(nrts), , *> 

(5) EPA-E inhibit* (ho intestinal triglyceride absorption, 
the hepatic triglyceride hiosythesis, the hepatic 
secretion, and also increases tl 
lipase acdviation fats). 17 - 11 * 

3. Anrt-platelet affect 

(1 ) EPA-E mbibite tho platelet aggregation induced by 
various platelet aggregators, and, likewise, inhibits 
platelet viscosity in patients with vi 



C2) 



It appears that EPA-E inhibits competitively the 
metabolism of arachidonie add released from the 
platelet membrane, chiefly by increasing the EPA 
Content of phospholipids in it* platelei membrane 



thereby inhibiting the formation of thromboxane A; 
and consequently inhibiting platelet aggregation. 

(3) EPA-E inhibits the platelei aggregation u» dUted 
collagen (rabbits, ex vivo). K) 

(4) EPA*E inhibits the platelet aggregation induced by 
collagen, ADP or arachidonie add in rats, rabbits and 
humans (in wVn*)," 1 

(5) EPA-E has proved not to change or to increase the 
formation of prostacyclln-luce substances in the walls 



(1) EPA-E inhibits the decreatcd elasticity of isolated 
aorm ftom rabbits fed on Mgh-eholestcrol food, 
keeping the aorta as elastic as those from rabbits fed 
on normal feed, 1 '* 

(1) EPA-E inhibits die increase in pulse wave velocity 
(PWV) in the thoracic aorta and tho femoral artery of 
rabbits fed on high-cholesterol food to the extent that 
it is comparable to the velocity in the rabbits fed on 
normal food. 

(3) EPA-E inhibits: the decrease of daam'ty of medial 
smooth muscla cutis, decxajc of ehvtm content, and 
tha accumulation of free cholesterol in the smooth 



proliferation of the inrimnl smooth muscle cells, 



EPA-E, w 



death due to a formation of thrombus by intravenous 
injection of arachidonic-arfd (rats). 13 ) It also inhibits the 
formation of thrombus In thrombotic oceulson due to 
arteriovenous shunting (rats) M> oadin ellagic acid-induced 
thrombosis (rabbitis) and also prevents the progress of 
peripheral gangrene (rats) induced by hmric acid.**' 

PHYSICOCHEMISTRY 
Nonproprietary Dame: 

Ethyl icosapentate (JAN), Icosnpent (INN) 
Chemical name: 

ethyl aU-cir-5, 8, 11,14,17-: 
Molecular formula: 

Molecular weight: 

330.51 
Structural fernrahi: 



/ =i== V = VV C00CaHs 



Description: 

Ethyl icosapentate is colorless to pale yellow, clear liquid. 
It has a faint characteristic odor and taste. It is miecible 
With methanol, with ethanoU with acetone, with ether, with 
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chloroform or wWi hexane, and practically insoluble in 
water. 

Packaging 

Capsules: Boxen of 100, S0&, 1,000 and 1,050 in pres*. 
through padcagei 
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INFORMATION ON LONG-TERM ADMINISTRATION 
This product may be prescribed for a single period of up to 30 
day* ia accordance with Notification No .26, issued on March 
8, 1996 by the Ministry of Health and Welfiiro of Japan. 



Manufactured and Distributed bys 

MO CHID A Pharmaceutical Co*, Ltd. 

7» Yotftaya 1-chotac, Shibjvkn*)ai, Tokyo 160-8S15, Japan 



Moehida Pharmaceutical Co., Lid, 
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• An EPA Preparation'. 

EPADEL®S300 
EPADEL®S600 
EPADEL®S900 

<_JP Ethyl Iaaaflpanlsto, Soft Capsulcn > ^ 



Thb ding should bo us<d 
bafnitt (he expiration dote 
Itldioaial on Um package 





3M51E 


COO ma 


POOn* 


Approval No, 


2I000AMZMSHOOM 


2I00OAMZ00S10OO0 




DateofllEiinsiuthe 
NHIreimburasroarft 


December l$9ff 


Doeemper I9PS 


June 2004 


Dm«ofJn"rtJfll 
marketing in Japan 


January 199? 


January 19M 


My 2004 



C^NTRAtNTHCATtONS (EPADBL S » < 

cnted lik the following patients,) 
Hemorrhaging latjenttt (eg, hemophilia, capillary 
fragility, gastrointestinal ulcer, urinary triat hemorrhage, 
hemoptysis, vitreous hemorrhage, etc.) [Hernostnsis may 
be more difficult! 



INDICATIONS 

DOSAGE ANA ADMINISTRATION 



DESCRIPTION 



Brand name 


SFADELS 
300 


EPADELS 
«00 


EPADELS 
900 


Ingredient/ 


300mgorjP 
ethyl 

feo»pen&te 
per pack 


(00 trig of JP 
ethyl 

icfliBjjcnTolo 

per pack 


900 mg of JP 
ethyl 

loeiapaiiuto 

tier tuck 


ItuetJv« 
ingredients 


Tocophwsl 


Coplu|e 
camposi- 

tiCQ 


Gelatin 

D-Sorhi»l 

Conientmled glycerin 

e%l pwhydiOJ^benioute propyl 
jHT^drpJcybeiaoBte 


Dosage form 




Appearance 


Spherical shsps with a diameter of approM- 
mutely 4 mm 


Identification 
code {Labeled 
on packs) 


MO 30? 


MO 20a 


MP20D 



Indications 


Da»e*»ridAdrainiflnflieii 


Improvement of ihe 
auociuted Ulfier, 
pain and COldneai in 
nrteriDiclsnsii 
otalitflfanji 


Uaueuy far adult e, ndminiiier onlly 606 m& 
of ethyl leeupantate 3 times dairy, 
immodiatflly anar maals. TlMdoiemaytae 
increased or decreased, depending on the 
«Ki and condition ofthc patient. 


HyptriipidcmiB 


Usudly for adults, ubrdntacr orally £00 mg 
of othyl leojapflntcM 3 time* daily, 
immediately after meals. Diihctiucthoi 
triglyceride level is abnormal, the doao may 
be (nomaiad up to 300 mj 3 time* daily, 
depending en severity. 



PRECAUTIONS 

1. Co* ful Administration (EPADEL S should be 
administered with can In the following patients.) 

(1) Patients in menstruation 

(2) Patients with bemorehogic tendency 
<3) Patients scheduled for surgery 

[(1K3> Hemorrhage may be exacerbated.) 
(4) Patients on medication with anticoagulants Or 

MTiuggregBtots of platelets (See 'Onifi Interaction^ 

X importutttPrflcautiona 

(1) To use EPADEL S fcr improvement e>f the associated 
ulcer, pain and coldness in arteriosclerosis obliterans, 
observe the courts closely, and if the drug ifl not 
responded to, discontinue the use of the drag and 
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HWjtch to another therapy. It is also advisable to 
perform periodica] hemoTOlegio touting during the 
administration Of EPADEL S. 
(2) To use EPADEL S far HypcrJlpldcrma, the following 
should be taken into consideration: 
1) Tlrte ef EPADEL S should be considered only after 
hypcrlipidemifl has been established by a thorough 



2) prior to EPADEL S therapy, diet therapy, 
fundamental treatment for hyper llpidemi*, should 
be given, and an cxcrcin= therapy and a reduction 
of ischemic heart disease risks, such as 
hypertension nod smoWng should he eonsldenfio. 

3) During the treatment, the blood lipid level should 
be measured periodically. If no response to the 
treatment is obtained, the EPADEL S therapy 



Drug Infractions 

Precaution* far coadministration (EPAOTLSshouM 
be administered with care when coadministered with 





and ti«a intent 


Mechanism Mil 
RlikFntiora 


AntlceigulMU(4,f> 


Hemenbagia 


Sroeoelhyl 


warfcfin, aw,) 


tendency may be 


iaeiBBcntatehu an 


Aati»cens*toMor 


■ncitucd. 


ruui-plal*]flt*lla«. 


platelets (c & 

vpufa. 




ceadminisT/itionwiih 


iitownrthaciij, 




nuiieeaguliimi and 
nntioBgrruatare of 


lielepidine 
hyerechloride, 




hemerri^ie' 


cileriazol. etc.) 




tendency. 











CulpjHAeittlMl 


NMHC4, 

dUeomftn. 
tbdaninil p»in, 


nwnwint 

iUltlklitk, (him, 




HipMiC* 


djhfWtkn 

AST(OOTi 
ALT(OPTJ, 
Al-P,T-CTP 
MdLDH 




Pundit* 


















Othori 


InttuMdCK 


Htsdneli*, dull, 

SlddiMM, 
flcepiiwsa. 

wtnnlh, fever, 
piltthuieni, 

gdtini, DbfntihUl, 
■nJiAlgia, 

jnct«ucd«ri» 
itid. eaten! 





4. Adverse Reactions 

Advene reactions wem observed in 647(4/%) of 14,505 
patients treated. (EPADEL Capsule* 300 and EPADEL S 
300/60O data (hypcrlipidcmia) at tha date of application of 
reexamination) 

Advene Reaction 

If the following advene reaction! are observed, appropriate 
measures should be takes in accordance with the symptoms 
of tho patients. 



of EPADEL S. ' 
2) Observe the patient closely, and if any such 
< manifestation occurs, discontinue the une of EPADEL 

S and appropriate m 



S. Used 

(1) As the saftey of EPADEL S in pregnancy has not been 



S%> <o,l% Incidence 

_J*UW__[_. unloiuwn 



d to be pregnant only if the 
ejected therepeutie benefitw outweigh the passible 
rink" associated with trcalmcnL 
(2) It is advisable not to administer the drug to nursing 
women, but when administration in judged necessary 
women should be advised to stop mining. [Animal 
atudiej (rats) have shown that EPADEL S is excreted 
in breast milk.] 

6. Pediatric Use 

The ssftey of EPADEL S in children has not been 
fa clinical experience,) 



7, Precautions concerning Use 
Cauiion»rortiB« 

(1) As EPADEL S. If administered on an empty Mtonwch, 
b poorly absorbed, administer the capsules 
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(2) Donotehewihoiaipiiulett. 



8. Other Precaution* 

It has been reported that in easo of the patient with a poorly 
wntrofed high Wood pfesure, when eo-nd ministered with 
other antiplatelet agents, the cerebral hemorrhage occured, * 

PHARMACOKINETICS 

1, Plasma, lovtb 

Oral administration of a single dole of 2,700 mg of 
EPADEL S to healthy adult men immediately after a meat 
was followed by the occurrence of a peolr. plasma level of 
the drug 6 hours later. Daily oral administration of 600 mg 
wROOme of EPADEL Capsules 300 3 times a day for 4 
weeks, immediately after meals,, resulted i n the plasma, 
level of EPADEL Capsules 300 reaching a plateau in about 
one week from the first administration. 
Note) The approval single dosage ofEPADEL S is tip to 
900 nig. 

2. Exererfoh (reference) 

Oral administration Of "CEPA-E to mate rots was 
followed by urinary excretion of 27% and tho fecal 
exawtlon of 16,7% of the sdrwnisteied dose during 1<SB 
hours after the administration. Also, 44,4% or the 
administered radioactivity was excreted in the expired air. 

CLINICAL STUDIES 

*Dota of EPADEL S 300/666 

The overall improvement mte of hyperlipidemia, in clinical 
Mudi™^ was such that the effectiveness as "moderately to 
remarkably improved" was 47.5% (19/40 patients). 

•Data ofEPADEL Capsules 380 (reference) 

1. Arteriosclerosis obliterans 

In clinical studied ofEPADEL Capsules 300 Including 
double-blind comparative studios, the effeajjveriwj of 
the drug in treating patients with arteriosclerosis 
obliterans, associated with ufcer, rcsfing pain and 
coldness due to peripheral circulatory disorder, was such 
th« the effectiveness as "remarkably effective" was 
SS$% (S203 patient*), and the effecfivooess its -fairly to 
remarkably effective" was Sfc2% (B2/93 patients). 

2. HypcrlIpUIcrnla 

In clinical studies * l3) ofEPADEL Capsules 300 
including double-blffld comparative studies, the, overall 
improvement n(e of the drug in treating patients with 
hypcrlipidomin, was such thut the effectiveness a* 
"remarkably improved" was 43,a% (1 63/372 patients), 
and the effectiveness as "fairly to remarkably improved" 
was 61,0% (253/372 patients). 
In long term administration Studies £24-52 weeks) 
total serum Cholesterol (before administration, higher 
than 220mg/dL, 137 patients) decreased 3-6%, and 
serum triglyceride (before administration, higher than 



lS0mg/dL, $7 patients) decreased 14-20%, thus, 
indicating tho drug'H efficicy in reducing these levels. 



PHARMACOLOGY 

1. Scrum ijpida-iowcrtng dtta 

(1) EPA-E significantly decreases total serum ohol astcrol 
level and/or serum triglyceride level of 
hypcrlipidemie patients, w * 

(2) Tho effect of dftoreasing blood lipid levels is shown 
in hyperlipidemic animals (rats, rabbits) fed on 
high-cholesterol food, hyperlipidemic rats ftd on 
food including casein or fed on tiaiton and in animals 
(raw, hamsters) ted on normal food. ,W7> 

(3) When EPA-E is administered orally to raft, EPA 
content Ia lipoprotein increases and the elimination of 
lipoprotein in blood is enhanced, m 

(4) EPA-E inhibits the intestinal cholesterol absorption 
and tho hepatic cholectrol biosythems, and also 
enhances hepatic biliary «eretio^(f•t^). 1 ' , 

(5) EPA-E inhibits the intestinal triglyceride absorption, 
the hepatic triglyceride biesythesfs, the hepatic 
secretion, and also increases the plarnna lipoprotein 
lipase oetiviatloo (raiii), 1 * M > 

2. Antiplatelet effect 

(1) EPA-E inhibits the platelet aggregation induced by 
various platelet aggregator?, and, likewise, inhibits 
platelet viscosity in patients with various thrombofo 
and arteriosclerotic diseases. 14 

(2) ft appears that EPA-E inhibits competitively the 
metabolism of arachidonic acid released from the 
platelet membrane, chiefly by increasing the EPA 
content of phospholipids in tho platelet membrane 
thereby inhibiting tho formation of thromboxane A* 
and consequently inhibiting platelet aggregation. 1,} 

(3) EPa-E inhibits the platelet aggregation induced by 
collagen (rabbits, ex Wvo). 10 

(4) EPA-E inhibits the platelet aggregation induced by 
collagen, ADP or arachidonie acid in rats, rabbits and 
hum»nii(tovfj*j). 1J > 

(5) EPA-E has proved not to change or to increase the 
formation of prostacyelin-lifcc substances in the walls 
of ret thoracic aortal 

X Arterial cloMiclry^iaibtairjing effect 

(1) EPA-E inhibits the decreased elasticity of isolated 
aorta from rabbits fed on high-cholesterol food, 
keeping the aorta as elastic as those from rabbit* fed 
on norma! food. 231 

(2) EPA-E inhibits the increase in pulse wave velocity 
CPWV) in the thoracic aorta and the femoral artery of 
rabbits fed on high-chokstcrol food to the extent that 
it is comparable to the velocity in the rabbits fed on 
normnl food, 14 ' 

(3) EPA-E inhibits the decrease of density of medial 
smooth muscle cells, decrease of elastin content, and 
the accumulation of free cholesterol in the smooth 
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muscle ofuoria specimens prepared from rabbits fed 
on high-cholesterol food. 34 EFA-Ealtt inhibits die 
prolifdffltien of the tnlimnl nmeoth muscle cells. 

4. Effects on model* for various pathologic conditions 
EPA-E, when administered orally, prevent the sodden 
death duo to u formation of thrombus by intravenous 
mjefltinri of araehidonla odd {rau). Ji> Itdiio inhibits the 
formation of thrombus In thrombotic ooevlson due to 
arteriovenomt shunting (rata) and in ellagio acid-induced 
thrombosis (rabbiris) J4> , and alto preveriU she progress of 
peripheral gangrene (rata) induced by lauris acid. 

PHYSICOCHEMISTRY 
Nonproprietary name: 

Ethyl loosapentftM (JAN). Icflsnpent (INK) 
Chemical name: 

Ethyl (5Z, 8Z, 1 IZ, 14Z, 17Z) - icosa - 5, 8, 11, 14. J7 - 

pent* en emu 

Molecular formula: 

Molecular weights 

33OS0 
Structural formula: 




Description: 

Ethyl icoeapeniate i» odorless to pale yellow, clear liquid. 
It has u feint characteristic odor. It is misei ble with ethane] 
(99.5), with acetic acid (100), with heenne. and practically 
insoluble in water or In ethylene glycol, 

PACKAGING 

300 rag: 84 packs, 420 packs 
600 mg: 84 peeks, 420 pack* 
900 mp; 84 puokN, 420 pack* 
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